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PoccHHCKne naTeHTBi: Teiccx aoicyMeHTa CTp. 1 H3 7 
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N221 24022. OnwcaHwe 

M3o6peTeHne othoci/itch k hobnm GnonornHecKM aKTMBHbiM ceflUHeHH^M, a 

HMeHHO k 4>yjinepeHOBOMy npon3BOflHOMy muKonenTHfla GlcNAc-(|J1 4)- 
MurNAc-Ala-D-iGln[Lys- e - CO(CH 2 ) 5 -NHC 60 -H] cfcopMynbi I, npuBeflBHHOM 

b cfDopMyjie M3o6peTeHHfl, o6jiaAaK)i±ieMy aAt>K)BaHTHofi aKTMBHocTbK). 

YKa3aHHoe cbomctbo no3Bon«eT npefl/ioKMTb B03Mo>KHOCTb Mcnonb30BaHwa 

hobofo coeflMHeHHH b HayHHO-nccjieflOBaTe/ibCKoii pa6ore, b 

6noTexHcxnornn, a TaiOKe MeflMUMHe m BeTepi/mapnH b KanecTBe cocTaBHoti 

MaCTM BaKLlMH. 

B HacTO^mee Bpewm b na6opaTopHOM npaKTMKe wiipoKO wcnojib3yK)TCfl 
afl-bK)BaHTbi, npuroTOBJieHHbie Ha ocHOBe cycneH3HM K/ieTOMHbix CTeHOK 
6aKTepnw b MMHepanbHbix Macnax, a TaiOKe afl*bK)BaHTbi pacTHTe/ibHoro 
nponcxo>KfleHHfl. Han6onee scfrcfreicniBHbiM n Mou_iHbiM afltraBaHTOM 
HBrmeTCfl no/iHbiii afl*bK)BaHT OpeMHfla (nAO), npeACTaBnaiouiHii co6om 
BOflHO-Macn^HyK) 3My/ibCMK) c Ao6aBneHMeM y6nTbix Ty6epKyne3Hbix 
6ai4nnn Mycobacteria. 

OflHaKO npuMeHeHwe 3Toro aA"bK)BaHTa orpaHnneHO M3-3a p*Aa no6oHHbix 
3cJ)ct)eKTOB f oSycnoBneHHbix npucyrcTBueM HeMeTa6onn3wpyrc)Li4ero Macna w 
y6nTbix MMKoSaKTepww. FlpuMeHeHwe nAO conpoBO>KAaeTCfl BbicoKoii 
MecTHOM peaKL4neM opraHH3Ma, noflBJiem/ieM aHTMTe/i k MMKoOaiarepMflM, 
ocno>KHflK)Li4MX AHamocTHKy Ty6epKyrie3a, a TaiOKe BbicoKofi cTOHMocTbjo 
sToro aA*bK)BaHTa Murhay R.et al. Ann. Allergy, 1972, 30, p.146. 



nepeHncneHHbie npo6neMbi MHHunnpyKDT pa3Bwrne pa6oT no noncKy hobwx 
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PoccHHCKHe naTeHTbi: TeKCT aoicyMeHTa CTp. 2 H3 7 

KfiaCCOB afl-bKDBaHTOB, CpeflM KOTOpblX Hai46oribLUMM MHTepeC Bbl3blBaK)T 

BOflopacTBopuMbie HM3KOMOJieKyiiflpHbie CMHTeTMHecKne afl*bK)BaHTbi. 3tm 
coeflMHeHMfl MMeK)T He6ojibLuoii MoneKyn^pHbifi Bee, onpeflexieHHyK) 
XMMMMecKyK) CTpyKTypy n name Bcero flBrmroTCfl 4>pan\/ieHTaMH 

6MOJ10mMeCKM aKTMBHblX COeAMHeHMM. OAHMM H3 M3yHeHHblX 

npeflCTaBHTeneM CHHTeTHHecKHX afl*bK)BaHTOB ABrmeTCfl TMfln -N- 
aueTMJirjiKDK03aMMHMJi-N-aueTMJiMypaMMJiflMnenTMfl, npeflCTaB/iflJomuM 
co6oii 4>parivieHT KneTOHHbix CTeHOK eaicrepni?! Titov J. et. al. Jnt. j. Peptide 
Protein Res. 1995, 45, 348-355. ripenMymecTBOM TMfln nepefl 
KJiaccunecKHMM a/vbKDBaHTaMH flBJiaeTCfl npocTOTa cTpyKTypbi, OTcyrcTBue 

^ C06CTBeHHOM 3 HTM re H H OCTH M TOKCMMHOCTM. OflHaKO HeflOCTaTOHHO BblCOKafl 

afl"b k> Ba hth an aKTMBHOCTb FMfln (TaK, MHfleKC CTMMynflLiMM ryMopanbHoro 
OTBeTa k OBanb6yMMHy cocTaBnaeT b A03e 1 ,44 HMOJib Ha Mbiwb 1 ,4, a b 
A03e 14,4 -1 ,5) CTHMynnpyeT noncK hobwx CMHTeTunecKnx coeflMHeHMM, 
o6naflaK)Liinx 6onee bwcokom aflbtoBaHTHOM aKTMBHOCTbK). 

OflHMM H3 TaKnx coeflu He h h v\ flBrmeTCfi 3a5iBn«eMoe coeflMHeHne cfropMyribi 
I, npHBefleHHofi b cfDopMyne H3o6pejeHHfl. CoeAHHeHne I flBJifleTca HOBbiM 
HeonncaHHbiivi paHee b HayHHO-TexHunecKOM JiirrepaType. Ero nonynaioT 
nyTeM CMHTe3a cjDynnepeHOBoro npon3BOflHoro aMHHOKanpoHOBotf KUcnoTbi 
^ m nocneflyKDmero ero npucoeAHHeHMfl k nn3MHOBOMy npon3BOAHOMy 

rnnKonenTHfla. 

HoBoe coeflHHeHne npeACTaBnneT co6ofi N-aLieTMJirji»0K03aMMHMJi-N- 
ai4eTMJiMypaMOiiri--ajiaHMn-D-M3omyTaMHJi (jin3nn-aMMHOKanpomi- 
cjDyjinepeH). Ero CTpytcrypa noATBep>KAaeTCfl AaHHbiMn N-KOHueBoro 
aMMHOKMcnoTHoro aHanw3a (oTcyTCTBiie aMMHorpynn), a^hhumh 
KonnnecTBeHHoro aMUHOKMcnoTHoro m aMMHOcaxapHoro aHann3a: Glc 0.93 
(1), Mur 1.00 (1), Glul. 14 (1), Ala 1.15 (1), Lys 0,86 (1), aMHHOKanpoHOBa* 
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4 vjs^^nriKs^xi^ uaitniDi. i\^ivv^i ^UA.jrivicnia 



KUcnoTa 0.92 (1). npoAyKT TaiOKe oxapaKTepn30BaH AaHHbiMH B3>KX Ha 
KonoHKe Hypersil ODS (Shandon, USA) 4.0 x 150 mm b H30KpaTkmecKOM 

pe>KMMe B 50%-HOM BOflHOM ai46TOHMTpHJie npH CKOpOCTM noTOKa 1 mji/mmh, 

BpeMfl yflep>KMBaHMfl coeflMHeHU^ I cocTaBMJio 4,62 muh, YO-AeTeKMum npn 
260 hm noKa3axia Hajinnne 91% qeneBoro npoflyicra, HannHne cjDynnepeHa b 
cocTaBe flaHHoro nuKa noATBep>KAeHO flaHHbiMn yO-cneKTpocKonnw. Y<t>- 
cneKTp nojiyneHHoro coeAWHeHi/i* b flwana30He 230 - 360 hm MMeeT oahh 
MaKCHMyM npw 260 hm. 

M3o6peTeHMe unjiwcTpupyeTCfl cjieAyK>U4HM npuMepoM. 
ripuMep. 

nojiyneHMe GlcNAc-( p1 4)-MurNAc-Ala-D-iGln[Lys- e - CO(CH 2 ) 
5 NHC 60 -H] (I) 

a) CwHTe3 cjDyjinepeHaMMHOKanpoHOBOM KHcnoTbi HC 60 -NH-(CH 2 ) 5 -COOH 
(II). 

K pacTBopy 0.03 r (0.0414 MMorib) cfryjuiepeHa b 5 mji o-Anxnop6eH3ona 
Ao6aBJi^K)T BOflHbiM pacfBop 0.3498 r (2.07 MMOJib) KanneBOM conn 
aMUHOKanpoHOBOM KMcnoTbi m 0.5465 r (2.07 MMonb) 18-KpayH-6. 
PeaKMMOHHyK) Maccy nepeMewHBaicrr 6-8 h npn 60°C. 3aTeM pacTBopnTenw 

OTTOHflK>T, OCTaTOK o6pa6aTblBa»OT HaCblLMeHHbIM paCTBOpOM KCI, OCTaTOK 

4)ynjiepeHOBoro npon3BOAHoro npoMbiBaioT boaom. BbixoA 
KOJiHHecTBeHHbiPi. nojiyneHHafl N-(MOHorMApo)4>ynjiepeHaMHHOKanpoHOBafl 
KMcnoTa pacTBopuMa b AMMeTWJicyjibcfcoKci/iAe, AMMemncfropMaMiiAe, 
nupnAMHe. C noMOinbK) aMHHOKHCJiOTHoro aHann3a ycTaHOBJieHO, hto 
cooTHOiueHMe KonnMecTBa HaMAeHHoii h BbmecneHHOM aMMHOKanpoHOBoCi 
KucnoTbi b o6pa3ue cocTaBJiaeT 96. B MK-cneicrpax cnHTe3npoBaHHoro 
coeAHHeHMfl noflBuniiCb nonocbi 1104 cm" 1 , 934 cm" 1 , 844 cm" 1 , 
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PbccHHCKHe naTeHTbi: TeKCT floicyMeHTa CTp. 4 H3 7 

cooTBeTCTByiomwe nonocaM nomomeHHH cfrynnepeHa c npucoeflUHeHHbiM k 

HeMy ocTaTKOM oflHOM aMMHOKUcnoTbi, a TaioKe nonocbi 3438 cm" 1 m 3371 

cm" 1 - v NH+ v OH; 1560 cm" 1 m 1413 cm" 1 - v COO"; 1705 cm" 1 h 1736 cm" 1 - 
v COOH\ 

6) Chhtg3 TpunenTHfla BocAla-D-Glu(Lys(Z)-OBzl)-NH 2 (III). 

K pacTBopy 2.35 r (5.7 MMOJib) BocAla-D-Glu-NH 2 b 15 mji 

fli/iMeTi/uicjDopMaMUfla, oxna>K,qeHHOMy flo -23°C, npn nepeMeujuBaHMM 
flo6aBfifiK)T 0,82 mji (5,8 MMOJib) Tpn3TWiaMHHa h 0.56 mji (5.8 MMOJib) 
3THJixnopc|3opMnaTa. Mepe3 10 mhh k peaKLiiioHHoft Macce Ao6aBJi*K)T 
^ oxna^eHHbiti pacTBop 3.15 r (5.8 MMOJib) napa-TOJiyojicyjib4>OHaTa Lys(Z)- 

OBzl m 0.82 mji (5.8 MMOJib) TpwaiwiaMi/iHa b 15 mji flHMe™nc|)opMaMHfla n 

nepeMetuMBajoT npn 20°C 15 h. OcaflOK OTcjDMnbTpoBbiBaKDT, pacTBop 
ynapuBaiOT npn noHHweHHOM AaBneHW/i, nojiyHeHHbiw npoAyicr pacTBopaioT 
b STwnaLieTaTe n npoMbiBaKrr 3 pa3a 5%-hwm pacTBopoM 6wKap6oHaTa 
HaTpwfl, 3 pa3a 10%-HbiM pacTBopoM jimmohhom KMcnoTbi (3 pa3a), a 3aTeM 
boaom ao HeMTpanbHoro 3HaneHHfl pH. OpraHWMecKMPi cjiofi BbicyiuMBaKDT 
HaA 6e3BOAHbiM cynbcfcaTOM HaTpi/ia, ynapMBaioT m 
nepeKpncTannn30BbiBaK)T H3 99%-Horo aTaHona b reKcaHe. Bwxoa 
| cocTaB/ifleT3.13 r(81%), t.hji. 130-137°C, [a] D 22 13.8° (c 1.8; 

AHMeTMJlC^OpMaMMA). 

b) CMHTe3 riM3i4HOBoro npon3BOAHoro muKonenTMAa GlcNAc - -((11 4)- 
MurNAc-Ala-D-iGln(Lys) (IV). 

0.67 r (1 MMorib) TpunenTMAa III o6pa6aTbiBaK)T 4 mji 70%-hom 
TpncJ)TopyKcycHOM KwcjiOTOM b TeMeHHe 0.5 h ajih ynaneuwa Boc-rpynnbi, 
3aTeM ynapMBatoT, Ao6aBJiaK)T Tonyoji m ynapuBaHDT euue pa3. nonyMeHHbm 
TpMc|)TopaLieTaT pacTBopflK)T b 5 mji AHMeTMJicjDopMaMMAa w Ao6aBJifljin k 
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PoccHHCKHe nareHTfei: TeKCT ^OKyMeHTa dp. 5 H3 7 

aqeTMJiMypaMOBofi KucnoTbi m 0.14 mji (1 MMOJib) TpnaTM/iaMUHa b 5 mji 
fli/iMeTnncf)opMaMMfla. Mepe3 3 h peaKLinoHHyK) CMecb ynapMBaicnr npn 
noHM>KeHHOM flaBneHMM m ocTaTOK xpoMaTorpacjDMpoBann Ha KonoHKe c 
CMJiMKare/ieM b cucTeMe xjiopo<£opM-MeTaHori-BOAa 6:4:1. OpaiaiMM, 
coflep>KaLi4Me 3ainMLi4eHHbiM muKonenTMfl, co6Mpa»OT, ynapuBatOT, 

paCTBOpflJIM B 75%-HOM yKCyCHOM KMCJlOTe m rwflpMpyKDT Hafl Pd-HepHbK) B 

TeneHne 3 h. Ilocne o6pa6oTKM peaKUnoHHOM CMecu nonyMajOT 0.33 r (40%) 
GlcNAc-MurNAc-Ala-D-iGln(Lys) (IV), [a] D 20 -6.8° (c 0.5, BOfla), t. nn. 
169°C. flaHHbie aMMHOKMcnoTHoro m aMMHocaxapHoro aHann3a Glc 0.83 (1), 
) Mur 1.00(1), Glu 1.04(1), Ala 1.10(1), Lys 0.96 (1). no flaHHbiM Macc- 

cneKTpocKonwn MH+824. Flo flaHHbiM B3>KX Ha kojiohk© Nucleosil SC8 
(4x125 mm) b rpaflneHTe KOHLieHTpaqnn aLjeTOHMTpMJia b 0.05% 
TpucjDTOpyKcycHOM KMcnoTe ot 2.4% ao 80% 3a 30 mmh npn ckopoctm noTOKa 
2 mji/mmh BpeM* yflep>KM Ba h flByx aHOMepoB coeAMHeHu^ IV cocTaBJiaeT 
2.46 mmh m 3.37 mmh. 

r) Cmht63 KOHeHHoro npoAyicra (I). 

PacTBop 30,6 Mr (36 MKMonb) coeAMHeHMfl II m 13,6 Mr (36 MKMorib) O- 
^ 6eH30TpMa3on-1-Mn-N, N.N'.N-TeTpaMeTMnypoHMJireKcac^Topc^occtDaTa 

(HBTU) b 1 mji AWMeTMncjDopMaMMAa nepeMeiuMBa/iM b TeseHMe 10 mmh, 
3aTeM Ao6aBn«tOT 12,3 mkji (72 MKMOJib) AHM3onponMJi3TMnaMMHa, 
nepeMeuuMBaiOT 15 mmh m Ao6aBrmK)T 32,9 Mr (40 MKMonb) npoM3BOAHoro 
IV. PeaKqMOHHyK) Maccy nepeMewMBaiOT b TeneHMe 20 h, 3aTeM ynapMBaicrr 

M paCTBOpflKDT B 10 MJI BOAbl M OCaAOK, □ peACT3 B Jlfl K) LL|M M C060M 

4)ynjiepeHCOAep>KaLJL4Me BOAOHepacTBopMMbie no6oHHbie npoAyKTbi, 

OTCjDMn bTpOBbl B3 K)T. PaCTBOp LjeHTpMCj^yrMpyiOT npM CKOpOCTM 3000 06/MMH 

m h aAO ca aoh h y K) >KMAKOCTb, coAepwaujyK) HenpopearMpoBaBUJMM aHanor 
r/iMKonenTMAa IV, a® Ka htm py kdt , onepai4MK) noBTopaiOT 5 pa3. flpM stom 
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Pt)CCHHCKHe naTeHTBi: TeKCT ^oicyMeHTa Grp. 6 H3 7 

onepaLiMM arpernpoBaHHbifi qeneBOM npoflyicr ocrraeTCfl b ocaflKe, mto 
noflTBep>KflaeTCfl flaHHbiMH B3>KX, ycnoBi/m kotopom npwBefleHbi nn>Ke. 
OcaflOK pacTBop^Jin b BOfle m ueHTpwcfryrapyioT npn ckopoctm 500 o6/mwh, 
npn 3tom no flaHHbiM B3>KX MeneBoii npoflynr nepexoflHT b pacTBop. 
PacTBop OTflenfiKDT ot ocaAKa m nnoc})HJin3yK)T. Bbixofl npoflyKTa 
cocTaB/iaeT 17,9 Mr (10,8 MKMO/ib), (30%). npoflyicr peaKunn 
xapaKTepn3yK)T MeTOflOM N-KOHueBoro aHann3a (oTcyTCTBue aMUHorpynn), 
flaHHbiMM KonnHecTBeHHoro aMMHOKMcnoTHoro n aMMHOcaxapHoro aHann3a: 
Glc 0.93(1), Mur 1.00(1), Glu 1.14(1), Ala 1.15(1), Lys 0.86(1), 
aMi/iHOKanpoHOBaa KucnoTa 0.92(1). LJeneBoft npoflyKT TaiOKe 
^ xapaKTepii3y»OTflaHHbiMM B3>KX Ha KonoHKe Hypersil ODS (Shandon, USA) 

4.0 x 150 mm b M30KpaTMMecKOM pewiiMe b 50%-hom BOflHOM aijeTOHHTpHne 
npn CKopocTM noTOKa 1 mji/mmh, BpeM* yflep>KHBaHHfl coeflMHeHM* I 
cocTaBJi^eT 4,62 muh, YO-fleTeKUMH npu 260 hm noKa3ana HannHwe 91% 
ueneBoro npoflyicra, Hannwne cfcynnepeHa b cocTaBe flaHHoro nw<a 
noflTBep>KAeHO flaHHbiMM yct>-cneiapocKonMM. YO-cneicrp nonyneHHoro 
coeflMHeHMfl b flnana30He 230 hm - 360 hm MMeeT OflMH MaKCMMyM npii 260 

HM. 

ripoBeAeHiie 6nonornHecKiix ncnbuaHMM. 

I 

a) OueHKy a/vbK)BaHTHOM aKTMBHOCTM coeflMHeHMfl 1 npoBOfl^T Ha Mbiiuax 
(caMKax) jimhmm Balb/c. fpynnbi m 7 Mbiwefi nMMyHM3npyK)T 
BHyTpn6pK>ujMHHO b 0.1 Mn H3Tpnft cfroccbaTHoro 6y<£epa 3 pa3a c 2- 
HeflenbHbiM MHTepBanoM. nepByro HMMyHM3ai4MK) npon3BOflflT 25 MKr 
OBanb6yMMHa n afl-bioBaHTa b fl03e 1 hm, 10 hm, BTopyio w TpeTbK) 

MMMyHM3aUHM npOBOflflT TOnbKO OBaJlb6yMMHOM B nOJlOBUHe fl03bl (12,5 

MKr). Cnbopotkm crr6npaK)T Ha ceflbMOM fleHb nocne TpeTbew HMMyHM3aL4MM 
m TecTnpyK)T MeTOAOM HMMyHOcfDepMeHTHoro aHann3a. 1/lHAeKC CTHMynHMvm 
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PoccHHCKHe naTCHTti TeKCT ^oKyMeHTa Grp. 7 H3 7 

pacMHTbiBaraT KaK cooTHOLueHne pa3BefleHHH Te ctm py b mom cbiBopoTKw, npn 
kotopom onTMMecKoe nornoLqeHne npn 425 hm paBHO 1, k pa3BeAeHMK) 
cbiBopoTKn npoTMB 0Banb6yMnna 6e3 afltfOBaHTa, npn kotopom orm/mecKoe 
nornomeHwe ripn 425 hm paBHO 1. 

Afl"bK)BaHTHyK) aKTMBHOCTb COeflMHeHMfl 1 OLjeHHBaiOT HO CnOC06HOCTM 

ycujiMBaTb o6pa30BaHne anrmen k OBanb6yMMHy y nnHeMHbix Mbiiueti. 
MHfleKCbi CTMMyn^LiMM 3aflBfifleMoro coeflWHeHna 1 npi/iBOAflTC* Hwwe b 
Ta6nnue. 

6). ToKCMMHocTb nonyMeHHoro coeflUHeHM^ npoBep*K>T Ha Mbiiuax. ripi/i 
^ BBeA©HMM 1 Mr 3a*BJifleMoro coeflUHeHUfl Ha Mbiujb b rpynne M3 10 Mbiiuew 

n/i6ejin >Ki/iBOTHbix He Ha6nK)AaeTCfl, mto CBMfleTeribCTByeT o hstokchmhocth 
3aflBJi«eMoro coeAMHeHnn. 

TaKUM o6pa30M, cnm-e3MpoBaHO HOBoe coeAHHeHne, npeACTaBJiHtotiiee 
co6oii N-a^TMJiniK)K03aMi/iHMJi-N-aueTM^ 

(jiM3nn-aMHHOKanponn-c|DyjinepeH), KOTopoe HeTOKCUHHO h o6naAaeT 

BblCOKMMM aA"bK3BaHTHblMH CB0MCTB3MH npM HM3KMX A03aX. 
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PoccHHCKHe naTeHTti: TeKCT floicyMeHTa 



CTp. 1 H3 1 



OEflEPAJlbHblM MHCTHTYT nPOMblUJJlEHHOM COBCTBEHHOCTM 



Bbi6op 6B3 

flaHHblX 



napawieTpbi 
noncKa 



OopiviyrinpoBKa 
3anpoca 



YTOMHeHHblM 

3anpoc 



HawAeHHbie 
AOKyMeHTbi 



Kop3HHa 



CoxpaHeHHbie 
3anpocbi 



CTaTMCTMKa 



B KOP3HHV 



3HHV I 



BblXOA 



N221 24022. OopMyjia 



OynnepeHOBoe npoM3BOflHoe muKonenTMAa 4>opMyjibi 



o6na<qaK)U4ee afl"bK)BaHTHOM aKTMBHOCTbio. 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
□'FADED TEXT OR DRAWING 
□'BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

^ILINES OR MARKS ON ORIGINAL DOCUMENT 

U REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



